Document made available under the 
Patent Cooperation Treaty (PCT) 

International application number: PCT/JP05/002806 
International filing date: 22 February 2005 (22.02.2005) 



Document type: Certified copy of priority document 

Document details: Country/Office: JP 

Number: 2004-053305 

Filing date: 27 February 2004 (27.02.2004) 



Date of receipt at the International Bureau: 14 April 2005 (14.04.2005) 



Remark: Priority document submitted or transmitted to the International Bureau in 
compliance with Rule 17.1(a) or (b) 




World Intellectual Property Organization (WIPO) - Geneva, Switzerland 
Organisation Mondiale de la Propriete Intellectuelle (OMPI) - Geneve, Suisse 



b * a # ^ it 

JAPAN PATENT OFFICE 



PCT/JP2005/002806 

24.02.200* 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 

ft m f M B 2 0 0 4^ 2 n 2 7 B 
Date of Application: 

m M # * 2004-053305 
Application Number: 

[ST. io/C] : [JP2004-053305] 

A P plicJ(s): A ******** 




mfE## miE^ 2005-302849 



112004-053305 



1/E 



[&Tft] 
[ft*] 

[teFJrX^J^] 
[ft*] 
[#PJ^] 

[ft*] 

[ft*] 
[HW#] 

[ft*] 

[#ltffiIIA] 

[ft*3m*#] 

[ft*Xt±*fk] 

[seu/d-taA] 

[#a±] 

[ft*zt±*^] 

[ft*3u±*^] 

[ft*Xtj:*^] 
[*ftffr&3g] 

[tJ#*] 
[trft*] 
[t>#*] 



KR04014 

«16^ 2J3 27H 

«5*J^/hUJ-m§IU**^3 - 3 3 - 2 
AS7|cJftT«5*a5»*Wr^ 5 9 0 5-3 0 1 
^mTS^iP^^fflT^S 6 0 9 5 - 2 1 6 
5|§7fcm/MlITfr§§ t**B 3-9-7 
^^MTU^WT 1-2-1-407 

000001395 

fcM IP* 
100067541 

j^ffl iEff 

100108361 

/JvfE 

100087398 

100103506 
mm SAW 

044716 
21,000R 

mnmmm i 

l 

i 



mSE#2 005-3028498 



mm 2004-053305 



1/ 



im&m 1 1 

— (i) 
[4b i] 



H o CN 

(1) 

[5£cK R 1 ^ jfcfclK^ ^n^>i^ #;u^->;v*. 3jt&3£^g&$*i/rv>t: & J: 
v^Ci -C4 OT;v^^it T^fia^^tLTv^T^ i^7V -;v*£7p: U 
Xl±, CH 2 , CHF, CF 2 , CHOHU S££:J±0£/KU 
nlil4^L3 Olt^^to ] 

$ if v * n If 4 fiHS^lft K8f # 2 HZ* (OM.o 
[W*« 2 ] 

HUfB— jR3S: (1) M^T, R 1 liTKaWffc^U 
Xl±, CH 2 , CHF, CF 2 , CHOH, SSfcttOfcTFU 

nt± 1 ^V^L3©St*^tMll^S- fcfc^m^&tt^^lS*^^^*^* 

£ it tt W £ 3F# $ tL & O ilo 
[WM 3 ] 

fuffi-^ (l) k*jv*-c\ R 1 li^nj'vifi^u 

X5±, CH 2 , CHF, CF 2 . CHOH. SSfcttOfc^U 

n t± i £v> 1 3 05»Sfe*^^»-caba i t £#lttfc-f £fft*« i ia*c<^ tr n» m 

4 ] 

tfrifi-^ (i) T^tiMfrgrW^ -asss (2) 

[ft 2] 



H S CN 

(2) 

[5£if, xti, CH 2 , CHF, CF 2 , CHOH, S£fc«0«:^U 
n (3 1 L 3 cr>Kfft&/J^1"o ] 

■e^ $ tt & t? * * i * #m t -t & m^m i tr v * o fts#> * \t mm^ 

[WM 5 ] 

Xi±^ CH 2 . CHF, CF 2 , CHOH, S3 fciiOSrTF U 

n H 1 & L 3 OilSfct^-r^Wt?* * it^tfiit^ W*il i ie*<o tf v * n s^» 
[W*^ 6 ] 
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[§PJ3tf>£$fc] k? -> ^ n 

[0 0 0 1 ] ^ 

#1191 W\ v^yf-v;V^7"f-^-^fIV (DPP-IV) Mi&t£fc*U iia*m*i4^^ 

dpp-iv**m W £ iio^K & «t ov s »4 te* k^tjb a e -> * n t («a^ 

[0 0 0 2 ] 

c;^^^;V^y^^-^fIV (EC 3.4.14.5, &T\ DPP-IVS liCD26) ti, N^Wb 
2 * @ K 7°n y y t it T 9 — > £ & V ^ "ft K$ft*» > Xaa-Pro i tz teXaa-Al a ( 

i; >7°n-r 7-b'« 1 ffi"C&So 
[0 0 0 3 ] 

DPP-IV©^flcrttwiJ*t*ailW 1 "^fc L."^> t K— 1 GLP-1 

) ON*»£**His-Ala<0^7*- K^tt^-T^ £ K J: o-caP-lSr^i&tt^-T* 

a^tiitv^ (^ftfttti) o •etLUfinx.r, dpp-ivk i o-c^sia-fbSft*:^ 

S14MGLP-1^GLP-15:##^M LTJSM fc «t *9 . GLP-1 O&aWfftBjFS 

fcfc«p-r**:#;t&*LTV>S (##fF»2) o GLP-1 li^Efc LT^»»f±St^ 

#1$ til? > -sown y7s% Kftft-r & i3 mm~\m lx>oxv> <dm& ^it * - 

tK£*), JfiL*t^P$T^-*^> i t5&*flIt>*fCV>4 (##M3, 4) o £rt:GLP-U3u 
[0 0 0 4] 

DPP-IVOW*ffite *-<7>M^JSK J: •) rtfl£tt^GLP-10^»«r^l«ll 

S^Kf^iaf/Sfcti^ftSBlfc^OWSifc^^SttTv^ (Mittll> 12) 

t 0 0 0 5 1 A m ^- 

GLP- 1 <?) ^ m ttrfb&fl- "b DPP-IVCO & %> ®M t <D M# o T }4 UT 

(a) DPP-IV^IS«^Jt7t}i-eo^L#^ HIV7^XOM&ft^OllA£lfi#1-&o HIV-1 
«M#**^T|ffi^-e(i, CD26^%^«^bTV^ (^#fF» 1 3) 0 HIV-1 
Tatty'*? It, DPP-IV^tt'fr'ta (##St»l 4) o 

[0 0 0 6 ] 

(b) DPP-IVt±&£JS«rKIH J M"&o 

dpp-ivo $ a wmm- a 2>mm<nt%m*$9M-tz> (mmx 
mi 5) o tti, msmmtex ^mmxovpv-iv^m^m^ir^ 6) 

o DPP-IVJ4. ^-f h *>f >^*^T»^M^M-^U^V^- 7) o 

f fcDPP-IVti , T3fflB&OTt? T rV y>f7^^-^ (ADA) fc fe^i" 4 (##H\£ft£ 1 8 
) o 

[0 0 0 7] 

(c) «ttH«fy^^^ ^iSjai^TOHm^^&Jt^^f^ffl^^^^^^ DPP-IVO 

§im^iiini-4 9) 0 
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[ 0 0 0 8] 

(a) &tt«rajMfi^«5j»#* * mwajftjflUfc^ * * ^ ^-I'^t, dpp-iv^14^/cb 

[0 0 0 9] 

(e) DPP-Ivmtt*^»Uf v>aag#fflF3449 * h ti. y b JfcttLTJfiLffid* 

jo «fc OTflft b y ^^SMCIS^I «rfiof v>a * tDPP-IV 
Wlftfflt^ (#M1> 2) o 
[0010] 

(f ) Dpp-ivmia* * iti^ot, M^m^m^^ ± oy $ tz \tmm-t>m 

to 0 1 1 ] ^ ^ ^ 

So Hiv-i«53ft^3fecr<AiDs, Bi^ • &m±mitm 

[0012] 

ifME $ T? KDPP-IVRfiW£iJ kU, 4-11) C^'Jy > (# at 

13) CArnifif^ (t^fH, 15) I^T^SIiM 

[0 0 13] 

£ , (#ff » 1 6 ) HDPP-IVIS#Stt * * tf-> * n [2. 2. 2] * * * > 
^f)^<I^S^O^-?)o £fc (#It»17) Ktt, ^ICiMIRL^H'y 

[0 0 14] 

i ti t x k §*lt^4 dpp-ivpi«^ij a v^-r tt & , Dpp-ivia«©tt> opp-iva^tt^ 

[##It^:Kl] American Journal of Physiology. 2 7 It, E4 5 8 -E4 6 41 
( 1 9 9 630 

[^#fp 'XM 2 ] European Journal of Pharmacology. 3 18^ 4 2 9 - 4 3 51 

( 1 9 9 6^) , 

[^#fi\$:Sfc 3 ] European Journal Clinical Investigation, 2 2t> 1 5 41 ( 

1 9 9 2 ^) 

[##It»4] Lancet. 2^, 1 3 0 01 (1 9 8 7^) 
[WmttM5] Endocrinology, 4 2^ 8 5 61 (1992 30 
[##ff»6] Diabetologia, 4 2i, 8 5 61 (1999 30 
[##lt»7] Endocrinology, 13 5^ 2 0 7 01 ( 1 9 9 4 30 
mm^XUS] Diabetologia, 3 7t> 1 1 6 31 ( 1 9 9 4^-) 
mmttM9) Digestion, 5 4t, 3 9 21 (1 9 9 3#) 
imZWXft 1 0 ] Dig. Dis. Sci. , 4 3 1 1 1 31 (1998 30 
i$mWF$tt 1 1 1 Diabetes, 4 7t, 1 6 6 3 - 1 6 7 01 (1 9 9 8^) 
[##It» 1 2 ] Diabetologia, 4 2t, 1 3 2 4 - 1 3 3 11 ( 1 9 9 9^) 
[##It^:^1 3] Journal of Immunology, 14 9t, 3 0 7 31 ( 1 9 9 2 30 
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2 9^ 1271 (19 



[fj^fff^-XtSt 1 4 ] Journal of Immunology. 15 0lv 2544H ( 1 9 9 3$) 
5] Biological Chemistry. 3 0 51 ( 1 9 9 1 #) Q 7 nr M 
[^qfrftXf&l 6] Scandinavian Journal of Immunology. 3 3 =H. 7 3 71 U 
9 1$) 

[2ltffr1frX1&. 1 7 ] Scandinavian Journal of Immunology. 

8 9$) 

mmffXmi S] Science. 2 6 131. 4 6 61 ( 1 9 9 3 $) 

9] Journal of Cellular Physiology. 15 1^. o 7 o fl. U y » 

2 $) 

[^^Tft2 0] European Journal of Clinical Chemistry and Clinical Bioche 
mistry. 3 0 3 3 31 ( 1 9 9 2$) 
[gfs&tfjCUR 2 1] Journal of Cellular Physiology. 12 11, 1 4 ^ d Jt U» 

9 3$) 

[#!¥» 1 1 W0 03/015775 /<V7V? h 
2 ] W0 03/017936 ^7V? h 
[#fr» 3 ] W0 03/080633 /^7Vf h 
[#lr^ 4 ] W0 95/15309 ^>7l/y r- 
[#trJCS£ 5 ] W0 98/19998 > 7 W h 
im^XM. 6 ] W0 00/34241 /^7V? h 
[#S^» 7 ] W0 02/14271 ^ > 7 V y b 
[#ff3dR 8 ] W0 02/30890 /<>7V5i h 
I^ITOR 9 ] W0 02/38541 /"« > 7 V y V 
WftXWi. 1 0 ] W0 03/002553 > 7 V y h 

1 1 ] US 02/0193390 
[#!?» 1 2 ] W0 02/062764 ^7V?1« 
[#fr30i£ 1 3 ] W0 03/004496 ^7V? h 
[#St» 1 4 ] W0 03/000180 > 7 V y h 

1 5 ] W0 03/004498 ^ > 7 V y b 

1 6 ] US 02/0193390 

1 7 ] W0 02/38541 ^7 1/?h 

mm * mfc-f & tz *> <D^m 

is i 07* & * ^ i±DPP-iv^H#i- * ^*t"t a i U7£ t±v6«J * 

[0 0 17] 

— «5S (1) 
[0 0 18] 
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Xy4 



H o CN 
(1) 
[0 0 19] 

Xi±. CH 2 , CHF> CF 2 , CHOH, S33 «fc tfOfcjF U 
nti 1 > 2 i fcli 3 ^^-To ] 

£»J&7>t LttttSEI^ npp-IVE##J^J:tn)PP-IV*«H#*r**Aw^*-S'JCM 
[0 0 2 0] . . 

is XV t -yf-A/*4iTSr5fti*"tSo 
[0 0 2 1 ] 

n ^v;V^ Cl~C6 07)l'3^yi> C1-C6 W7)VnJry*j^f-)H, Cl~ 
CBOmA'fti, 7?;i, ^yi/:liy»Cl-C6«7J^;V7?;l, 
1 ~ 3 |(?)ATn^^Atv^ & J: 4 ~ 9l<7)it7 5 sfc;i/5 JV7 

c i ~c 6 cot;v^;v*;v^-;vt-5 c 1 ~c 6 W3**>*/nK-^7 5 

[0 0 2 2] 

Sitm^O * * & * KStftLfc 1 ~ 3 ffl<&^x n jR^fc-g-tr 5 Jl £ tt 6 M <««UPJ£ 
yi)ym, t7f'Jy^> *-*-VV>3IU 7^'Jy>l, fc:n-;vsft. 7 7 >f, 

[0 0 2 3] ^ ^ ^ 

rt-eAn^M^tft 7?lff, iUHKlR^ JlSff^ I5i0 f 3'7*£?4:ti* 

-r &<> 

[0 0 2 4] 

( 2 S , 4 S ) -1- [ [N— (4-7j;V*'3rvev^n [2. 2. 2] * * h - 1 - 4 
( 2 s) -1- [ [N— (4 -7j;Vtf? d rv'fcfv^ n [2. 2 . 2-] t^F-l-'fHT 

(2 S, 4 S) - 1 - [ [N— (4 -^f;Vtfy^n [2. 2. 2] *?>-l->fJl') 
75;] T-b^;v] - 4 - 7 t o t" n 'J y 7 - 2 - * ;v * - H J )V , 

(2S) -1- [ [N- (4-7fJHfy7n [2. 2. 2] **h-l->f*') 7?7 
] r-fc-f-zi/] tin v ^7>- 2 -*;v^'— > V 
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(2 S 4 S) -1- [ [N— (4 - Kn^r->^f;Hf^^a [2. 2. 2] \>- 

75/] T-fef^V] -4-7JVtnt°n'jyy-2-A^-f'JiK 
(2 S) - 1 - [ [N— (4-KKn*^f^lf">^n [2. 2. 2] b- 1 - < 
;v) 7?y] r-bf-;v] tin y v>-- 2 h U ;K 

(2 S, 4 S) - 1 - [ [N— (4 -7)V*U\£ls?U [2 . 2 . 2] **h-l-'T* 
) 757] T-fe"?-^] - 4 -7;v^-n tfn 'J v >- 2 -#;V>i?~ h 'J /K 
(2S) -1- [ [N — (4 tT->^n [2. 2. 2] 5*-^ 1 — 1 — f^) 7 5 

N Xf7r/i, ^^bV7;vtn»MW^ 

^ ^ T _ y ^ 7l -;v 7 9->^j: Xf-f U 'J > & if COT 5^1?^ <7>#M WJZF^ § 

-5) o 

[0 0 2 7] 

7 * x v * Htt#o v>r tL* & 4 tL ott^o J:h^ 4 l± 7 -fe ^ 

#**#tptO-C**- ±B-«3JC (1) T***.***^^**!**^?^ 

[0 0 2 8] 

±is-^ (i) x~^Kz>*3kmfo'km-£tz\i j t(Dm±, fr=f-n&*?tfWto, 

[0 0 2 9] 

£si«£2R, v-/^-jk ttHi?? *0 
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mtt&mZ tzliZ<Dm.t LT 0. 0 0 0 1-10 0 Omg/k g/Bt*^o iS^iitfllx. 

p-ivim*!I WcoM^^»J t&mi-zzt j&*-e # a o ^USHfrfrW i fc tt * o*a t # 

a _ ^ t; 3 v ^ - Hf , ^ ;V * y7>^-XK GLP-1 T_n'- * b , PPART =f- 

*k s3Tzf=-xh, sGLmmn, mcm&M, 7fr%xy*sy7—**i—&-z (gsk- 

3) |fl**l 7°nf^>fny>*^77^-^-lB (PTP-1B) Fl«£iJ , *'J-)Af^^^ 

[0 0 3 1 ] _ ^ 

£ ft h <D *> GLP-1 * * mmit tLXli, ^nnt"^ ttz f±NN-2211 ft Vt b 

^ 9 yK, ^V^tTUK, Sfcli^U tfv Kft fc^^f <btU ^W^J^l'Tir/ 

V V y > KRP-297 (MK-767) , V* > , GI-262570, JTT-501 ft t ri^tf *U /? 3 T 

n^^htL-Cti, AJ-9677. YM-178, t £f±N-5984ft WW<b*L& 0 
[0 0 3 2 ] 

^SlW-ffrfrW (l) It w^^feC i o tilt I. i t ^ S o ( 

[0 0 3 3] 

[0 0 3 4] 
[It 2] 



ap.f^ ( 4 ) YM±Cl*fetiBr*3Ei-o XttltriSfcra t) "CSEStLS^n 

»mfl*ff«rRJfeS*T, (1) R\ n, £ £ tfXttflnafcM t) T?*$tL 




(3) 

[0 0 3 5] 



(i) 
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U>*JT$>, yTfe^n [5. 4. 0] -7-*>r*>. ^7** ~> *n L 4 

W A75 h\ v^f^x;^ + yK\ N- > 2 - fc? n y hVi^fflv^tiSo 

KJBtt 0-150 °C-eRvf jc5itri"*o 
[0 0 3 6 ] 

[0 0 3 7] 

Hb3] 

^^ NH2 m _ xi p * W I CN SZIS H ft CN 



THPO 

(5) (6) " (2) 



[0 0 3 8] 

*IStt, HR5* (5) + . nttlMEfcHi:. THPiixh^^^^^Jf 

ft^V^ ?7W*n [5. 4. 0] - 7 -**r*^ *7lT***n [4 

F T b?7 , W^-7A3-yK, ^>y>h'Jif^7>^-^^7n^ h 
kfb-k 3 "Mfc* "> * A * if offiH^tttti** JA^M^Jt^ £ & o K 

r-th-hV^ f F7tFn77A j^>w.x~r/K t- 

^^7? p. y^ W JV,^yF, K>4^lv»b*i* 
o RjSliO-l 5 0°Ct:Rrt^^Ti-*o 
[0 0 3 9] 

$ tL* * ~> * n mmfc * «a-r * xe-c * * • ^ > 9 1 k n br 9 - J* SkS? ? 
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[0 0 4 1 ] 

<##150 1 > 

[0 0 4 2 ] 

f-ie : 

4 ^'>#;v^~;vt § y tf~>y- n [2. 2. 2 1 g >- 1 

tfv^n [2. 2. 2] 4 - v*;V^>^7K*^ (25.0 gK TV 

iti?7 i~;W-fcy;* 'J ;i/ (32.5 g). h'Jxf ;l/7r/ (17.3 mL) £ J: W F ;W y (500 
mL) ^I^Ltliat- 2 B#r*1 W U 2 B#HMfcSSE Lfco RJStl^ > ^ 

T;vn-;P (122 mL) *iPx.T. 5 h K 1 7 B#miHIf!fcSilE Lfco 1 0 

7XW± f'J«7A TrfEML miIL/:o »v'i*fiV*7A7n7h^77^ 
(i#tbi#S : : I^^f-;v= 2 : l) m-cflHRL^ 4-^>y;vt ; fy*>^ 

^757tfv^n [2. 2. 2] sj-* * ^- 1 -%fr#>Wt* (32.2 g) ^#/c 0 
MS (FAB + ) m/z: 318 (MH + ). 
[0 0 4 3] 

4 _/N;>y^^- jpy ^j^'-)V7 5 y fcf v 9 n T2. 2. 21 ± jr 9 1 - g JVjjjVjj 

4 - ^>y;H ^ k*y 7 n [2. 2. 2] 1 

f^f JV (64.3 g) £.x^y-;V (1100 mL) fc?#«$U lmo 1 / Litftt f 'J v A 
7kr#r£ (1000 mL) fciniiU 5 0 < CT-l^i#L/t o RW©x^^-^^MES* 
«^yxfjVx-riV (500 mL) "Cifclp-Lfc^ *ttBfc"CBM£ (pHl) 

>n [2. 2. 2] ^y" * >- 1 -*n/^^Bft (56. 1 g) *%tz Q 
MS (FAB + ) m/z: 304 (MH + ). 
[0 0 4 4] 

4 - ^ 7 y')Vt ■> ^ tfy 7 P \2. 2. 21 ± 9 9 > - 1 - fJ JUtjj 7g£ 

2-ff7tiFn If 7— 

4 ^t + y* 5 V tf s s9 n [2. 2. 2] * y" * > - 1 - iJ A"$> 

m (1.00 g) *¥?uu*?y (10 mL) i:IiLT, 3, 4-ytFn-2H-t*77 
(1.20 mL). Wp-f^x77,)H7i- l7M$tJ (6.3 mg) *Jfl£> 18^3 O^R 

hU* A *BE*»Ufeo il^yV^^v^yAyn-rf^y?^ (i#ffiv# 
; : ftj|xf^= 4 : 1) till, 4-^7y^t J fy^^-^7?yH' 

vy-n [2. 2. 2] ty ^ ^- 1 - *^*>S2 -f > 7 t Fn tfyx;i/ (1.18 g) * 

X H NMR (CDCh) 5 1.53-1.95 (m, 18H) , 3.67-3.71 (m, 1H) , 3.82-3.89 (m, 1H) , 4.5 
9 (br, 1H), 5.03 (s, 2H) , 5.95 (br, 1H) , 7.29-7.38 (m, 5H) . 
[0 0 4 5] 

4 - 7 ;;tf->^n [2. 2. 21 ^ 7 ^ > - 1 - ^? ;V^'>12 - f F 7 b F'n 117 x;v 

4 - ^yyjVt^y*JV^x;V7 5 7 tfy7 n [2. 2. 2] y" y* > - 1 - * 
12-f f7tFnt°7XjV (548 mg) £fflv^T, ##M 1 t Rlfll^,R*&*tr 

v> % 4-75 7^-770 [2. 2. 2] t^^>-l-*^^>K2-f >7tKntf7 
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=-)V (357 mg) *#fco 
MS (EI + ) m/z: 253 (M + ). 
[0 0 4 6] 

1 -fc Kn^>^^^» g l"2. 2- 21 :fr^?>-O^J% 
[0 0 4 7] 

4 _^y.»t^->^Wf^7U- Kpjr^^fJV^y^n [2. 2. 2 J * 

~T^;iVt^^A^*-^7?yt*y^n [2. 2. 2] * 1 - * 
R (500 mg) ^tf7KFD77> (8 mL) t»»L*C, Jt«[-*t&Ji"^^*P ^ *** N 
-^f-;l/^e;V* V > (0.18 mL) fcjbnxfc^ ^on»xf;V (0. 16 mL) fcifiTU $ 
fete 1 0^P H 1tt#L/io ^■CRjfe»'&*»w*3K'fk*^*^ h V ^ (187 mg) fcflDxfc 
^ y^y-^ (15 mL) ^inxT, 0UJ>Tt'lBl«L/:o JRJSS'&W * «BE«» 
L-C J&afcfcjjcfcillx., W^^^-eWtBL/^o ffiBft^f-*-** lmo 1 /LiSSI^^ 

Dvt-^?^ (»ffl»«E : : tm^*= l : i ) t?»»U 4 v;v 

t^y*;v^;vr? y- 1 -fc Kn*^fK->?n [2. 2. 2] (453 
mg) fc&fco 

MS (EI + ) m/z: 289 (M + ). 
[0 0 4 8] 

— ~p • 

4 ^ 7 ;;- 1 -HKn^y^f)^'y^P f2. 2. 21 a- ?* 

4 _^>y^^y^V^^7^-l-HFn^y^fJHi*^o [2. 2. 2] 
*t$y (448 mg) £Jiv>T. ##1?8 1 O»0Xgi:ra*^RJS*JrVs 4-75/-1 
-t Kn^y^f ;VH'y^n [2. 2. 2] (185 mg) £#7Co 

MS (EI + ) m/z: 155 (M + ). 
[0 0 4 9] 

<###0 3> _ 
1 -73 ^J-7MneyjP T2. 2. 21 ^^>O^J& 

[0 0 5 0] 

IS : 

1 -^>y;v^-^->^;v^-;VT^y-4-7;V^-ntfv ^n T2. 2. 21 
"T-7JVtDt*y7n [2. 2. 2] * * * > - 1 - * Tl/tfVBft (265 mg) *fflV»-C\ 

l oa^XgfcH»fcRJfc*frv», l v;v*3r->#>>v^-^T ^-4-7 
)\sjru\£*st?u [2. 2. 2] (365 mg) £#7c 0 

MS (ED m/z: 277 (M + ). 
[0 0 5 1 ] 

l_ 7 ^y-4-7JV^ntfyy-n r 2 . 2. 2j ?>^)& 

l-^y;^^y*W-;V7^-4-7^nlfy^D [2. 2. 2] * * * > 

(350 mg) £ffl^-C, ##«10*EgX«i:ra*twRiSS:trV^ l-7?/-4-7)H 

ntfvy-n [2. 2. 2] *ir9y (144 mg) 

MS (ED m/z: 143 (M + ). 

[0 0 5 2] 

4 > . , , ^_ 

(2S, 4S) -1- (2-^nn7W) -4-7^totiP | Jy >'-2-^^^- 

(W002/38541 ;07Wf) © (2S, 4S) -1- (2-7nt7W 

ffifE# 2005-3028498 
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) _ 4 _ 7 n f n 'J y > - 2 - * > 'J ;KDl?ii:$ Ut, (2S, 4S) -4 

-7;vtnfn'Jy>-2-*iVW^ KfflBttt (5. 00 g) g i^anr*Wn 
U K (2.60 mL) ^<b, (2S, 4S) -1- (2-^nn7W;v) -4-7^*ntT 
n U v > - 2 - * h V (4. 96 g) *#fc 0 

MS (EI + ) m/z: 190 (M + ). 

HRMS (EI + ) for C 7 H 8 C1FN2 0(M + ): calcd, 190.0309; found, 190.0283. 

mmm 1 1 



(2S. 4S) -1- [ [N — (4^m^y^ T2. 2. 21 ^ 1- - 1 - -f 
;w) 7 5 7] 7-b^;V] - 4 - 7JVtn 'J y> - 2 - h 'J 

[0 0 5 5] 

(2 S. 4 S) - 1 - [ FN- [_4_z (2-tf7^ Kntf^-;v) t^ry^iV»-iV^ 
y^n [2_. 2. 2 1 g b - 1 - JH 75 71 r-te-^/H -4-7;Hnb , n'Jy/ 

4 -T S \£z/?u [2. 2. 2] t^^>-l-*^**>S2-f h7H Knt?7- 
)V (62.9 mg) *7-feb-h'JA' (1 mL) |:1ILT, y^7 7°nt>xf ;V7 5 > (47 
^L) £jJD;i, yjc^TT- (2S> 4S) -1- (2-7*n^7^fiV) -4-7>U*nif 
n !j y ^_ 2 -jj}\,t$=. h V ;v (53.1 mg) (0.8 mL) }M £ £n x. "C 4 

77^ (?#£B}#$£ :^nn^^^:^?;-^=io : 1) trff §1 U ( 2 S , 4 s 
) _i- [ [n— [4- (2-r h7liFDt:'7-;V) y*JV^;nfy7 n [2. 
2. 2] ^-^h-i--f;v] r?y] r-b^;v] -4-7^tni^nyy>-2-*^# 
- h V ;v (73.3 mg) *#;fco 
MS (FAB+) m/z: 408 (MH + ). 

HRMS (FAB + ) for C21H31FN3O4 (MH + ) : calcd, 408.2299; found, 408.2295. 
[0 0 5 6 ] 

( 2 S . 4 S ) -1- [ TN- (4-iJ JMjjf; v^v^n [2. 2. 2 1 ? h - 1 - -Y 
;u) 7 5 71 - 4 - 7;Vto p 'J y > - 2 - - h 'J 

(2S, 4S) -1- [ [N — [4- (2 -x > 7 n Kn tfv-;v) v # 
tfv^n [2. 2. 2] * * h - 1 - 4 757] 7^^1 - 4 - 7 n tf n U y 
^_ 2 > 1; ;v (71.6 mg) £Mt (4 mL) fc»#U M"? 6 HSMBHtffcLfco 

M^^iffillLT, »SE«ry^ n >t«Lt«L, ( 2 S , 4 S ) - 
!_ [ [ N - ( ± - ij 9 u [2 . 2. 2] F - 1 - iJV)-T5 ;] 7-fe 

_ 4 _ 7;V ,^- n tfn U W- 2 h V ;V (31.4 mg) £#7c 0 

MS (EI + ) m/z: 323 (M + ). 
[HWJ 2 ] 
[0 0 5 7] 



[0 0 5 3 ] 
[ft 4] 




[0 0 5 4 ] 
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H & CN 



[ 0 0 5 8 ] 

( 2S) -1- [ TN- (4-^V^->^>^ T2. 2. 21 ±±±^±^_±m Z 
[0 0 5 9] 

(2S) -1- f TN- T4 - (2-r h7^1'Ptf7-;v) t^'/^^'-^^'y^ 111 
f2. 2. 2] ^b-l-^f/H T^y] 7^;H H-n')y>-2-^^-fV^ 

4_T^yif->^n [2. 2. 2] t^^>-l-*^*'>i2-fF7tFnh7- 
;V (90.0 mg) ^^(2S) -1- (2-yn^7W) fn'jy>-2-*i^ 
h'j;v (70.0 mg)£fflV>T, 1 t HfllfcjRJS&fr (2S) -1- [ [N— [4 

_ (2-T V9 1 KOtf9-;V) tJr->*;V^;^*y^n [2. 2. 2] 
-f;V] T^y] T-bf-^] t°n'Jy>-2-7)^^->ViV (85.2 mg) £#fco 
MS (EI + ) m/z: 383 (M + ). 

HRMS (EI + ) for C21H31N3O4 (M + ): calcd, 383.2315; found, 383.2296. 
[0 0 6 0 ] 

(2S) -1- r TN- [2. 2. 21 ^- ^ 1 — 1 — ;v) T 

^/l 7-fr-^;H tfn 'J y > - 2 - F 'J )V<DitJ& 

(2 s) -1- [ [N- [4 - (2-rf7tFnt:'7"iV) j^v^ ;V fcf->^ 

n [2. 2. 2] * * h - 1 - 4 JU] 7?^] T^;H tf n 'J v > - 2 - * /UjJ?- h U 
;W (73.0 mg) ^^V^T, ^Mi5J 1 t W^KJS^^ffV^ (2S) -1- [ [N- [4- 
*;V^ytfy^n [2. 2. 2] * * h - 1 -<f 7?^] T^;W] t'n-Jy>- 
2 - fs h V ;V (56. 0 mg) £#/c 0 

MS (ED m/z: 305 (M + ). 

HRMS (EI + ) for C16H23N3O3 (M + ): calcd, 305.1739; found, 305.1736. 

mmn 3 ] 



[0 0 6 2 ] 

(2 S. 4 S) -1- [ TN- (4-^f^^yyP f2. 2. 21 *^h- l->fJW 
y<7l T-te^JH - 4 - 7 JV i p n 'J y y - 2 - 7) ^ ^' - > ] J 

4 _ 75y _ 1 _^f Jl/l fy^n [2. 2. 2] (56. 0 mg) is i V s ( 2 S , 4 

5) _i — ( 2 -7'n^7-bf JV) - 4 - 7 ;V t n t° n 'J y > - 2 - * 'f - f 'J ^ (95 
.0 mg) £ffiv>T. mm) 1 (2S, 4S) -l - C [N- (4- 

yf-;n£v^n [2. 2. 2] h - 1 ->f AO 757] T-t^;v] -4-7^tntf 
n U v y - 2 - * ;v#- h 'j ;v (89. 2 mg) =H#£:o 
MS (EI + ) m/z: 293 (M + ). 

HRMS (EI + ) for Ci 6 H24FN 3 0(M + ) : calcd, 293.1903; found, 293.1881. 

tB|iE# 2005-3028498 
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[lb 6] 



F 
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[0 0 6 3 ] 
7] 

H jj CN 

[0 0 6 4 ] 

(2S) -1- f TN- T2. 2. 21 * ? h - 1 - 4" JW 7^/ 

] y-bf-;v] tf n 1; v~y- 2 - # 1- V ;ko^)& 

4 _ 7 5y_ 1 _^f; H f^^n [2. 2. 2] * * * > (75. 0 Dig) &XTf ( 2 S ) - 
x _ ( 2 -yn^T-bf-^) tfn 0 Vs - 2 h 0 )V (110 mg) £fflv>T, 

«1 tmm^Kfc*^\ (2S)-l-[[N-(4-^f;V^/^n[2. 2. 2] 
5^- ^ h — 1 — T 75^] T-bf-^] tfn U v>- 2 -Jj)Vt£- b 'J ;V (84.0 rag) 5: 

MS (EI + ) m/z: 275 (M + ). 

HRMS (EI + ) for Ci 6 H25N 3 0(M + ) : calcd, 275.1998; found, 275.1981. 

mmm 5 ] 

[0 0 6 5 ] 

Mb 8] 

[0 0 6 6] 

(2S, 4S) -1- f TN- (4-tKP^'>^f^^>^P f2. 2. 21 * ? h - 
l-jfr) T^/l T-bf-;Vl - 4 - 7 JVt n ^'n V y > - 2 - ^ JV^ - h 'J 

4 y - i - n Kn^>p<^;vi£ n [2. 2. 2] (50.0 mg) i3 «£ 

0* (2S, 4S) -1- (2-7*n^7-bfiV) - 4 -"7;V^n tfn V 2 
- > 'J ;M75.7 mg) £JSV>T, fcW*I^RJife*^V» % (2S, 4S) -1- [ 

tN _ ( 4 _ t Kn^y^ f/l/lfi/^n [2. 2. 2] h - 1 ->f 75/] T-b 
cf.fr] _ 4 _ 7; v^-n t 4 n 'J y > - 2 - * b 'J ^ (93.0 mg) ^#7t 0 

MS (FAB + ) m/z: 310 (MH + ). 

HRMS (FAB + ) for C16H25FN3O2 (MH + ) : calcd, 310.1931; found, 310.1942. 

mmm 6 ] 

[0 0 6 7] 
Mb 9] 

H g CN 

[0 0 6 8] 

(2S) -1- f [N- (4-^FP^y^f^tfv^P T2. 2. 2 1 >1 » h - - .1 - -f 
;V) 7 5/1 tfP'J y>-2-^ h 0 )\s(D^$L 

4 _ 7 5;_l-HpD^fy^f;VE*y^n [2. 2. 2] ^-^^^ (50.5mg) i3 X 
Tf (2 S) — l — ( 2 — ;V) tf n V — 2 — * ;Vs}?— h V ;V (61.7 mg) 

%m^x, nmw5 tmm~%.fc*ft^* (2 s) -1- c cn- 

;vey^n [2. 2. 2] I- - 1 - 4 75/] 7-te^H t°n 'j y > - 2 

ffifE# 2005-3028498 



mm 2004-053305 



: 13/ 



tf- y ij )]/ (57.0 mg) *#fco 

HmffrAB+) for C16H25N3O; (MH + ): calcd, 292.2025; found, 292.2025. 
[0 0 6 9] 

Hk 1 0 ] 



F 



H S CN 

( 2^ S ^ 4 S I — 1 — f f N — (4-7^p^>^ T2. 2. 2l * » b - 1 - >f * 

Tl^^-^pi^n [2. 2. 2] ^>(50.0mg) *Xtt (2 S 
4S) -1- yy- 2 -*^ H^ ( 

82.1 mg) ^fflV^T, «1?0 1 0 fcn#KlRlS*ffv>, (2 S 4 S) - 1 - [ [N- 
4 - 7 Une^n [2. 2. 2] ^h-l-**) 75/] 7***] -4-7* 
tnt'D'Jy>-2-AiV sj€— b V JU (93. 1 mg) £#^ 0 
MS (EI + ) m/z: 297 (M + ). 

HRMS (EI + ) for d5H 2 iF 2 N30(M + ) : calcd, 297.1653; found, 297.1628. 
[0 0 7 1] 

[ftll] 



.."T ON 

(2 I S ) °llL r TN- (4--7^^-nfcT"> » P T2. 2. 21 *»h-l->f*) X § 
n 7-fe^;V] tin 'J v>- 2 h U jV^j^ 

-7V-l-7^tP^ [2. 2. 2] ?»»>(50.0 mg) *5 J: (2 S) 
_i_ (2-rn*7W) Ifn'J 2 h V A- (73.5 mg) Srfflv^T. 

«*«10kn*»=KJS*^ (2S) -1- [ [N- (4;7^n [2 
2. 2] * * h - 1 - >f *0 7^] 7**-*] t"nVv>-2-^V*-HJ^ (72.3 

mg) -k%tzo 

MS (EI + ) m/z: 279 (M + ). 

HRMS (EI + ) for Ci 5 H22FN 3 0(M + ): calcd, 279.1747; found, 279.1766. 

^ff-C&^H-G 1 y-P r o-AMC (7-75>'-4->f^-^^ , J ^ HB 
[0 0 7 41 

^S^g 6 *7V- h £JiV>T, 4Ittt*-e8flf*tLfct«2 0 p. LCM^i 

(2 5mmo 1/L 140 mmo 1/ L ftfltf- > 1% 

^vlflLVtT;V7^>. 80mmol/L M^^f f A • 6*«*, PH7. 4) 2 
0 „ L *ttffln LMT 5 «tU:t, 0 . 1 mm o 1 /LOU - -G 1 y - _F >r o A 
MC -HBriil O^L^lU^^ISUo **TS*T2 0#flMfclIL*-*c 
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, 2 5%Mf20^LtttLTffiS:#lhHf:o iiL^AMCIK^, 

v _ ^ ij _^-^Jlv>T 3 5 5 nmt:-S)^3$^/c0f-CO4 6 0 n m^m^E^ilte Lfco 

»fe*Lfc*F**& 5 0%HI«ftft(I C 5 0t)t^XA3. 0 2 (7?7/^K V7 

[0 0 7 5] 





I C 5 0 (nmol/L) 


«#>J 1 


3 . 1 


3 


0 . 2 5 


^ 85 011 5 


1. 1 




3 . 3 



7 5 J ] 7-fe^;v 



[0 0 7 6 ] 

K&WA : (2 S) - 1 - [ [ (3 -fc Kn*V-l-7^>f^) 
] - 2 - v T / Vf n 'J v > ( L A F- 2 3 7 ) 
[0 0 7 7] 

< iSI^ 2 > [g □ # is if & ? x <d v ^ 7° f - v )]/ ^ -7° f - V - I VfStt law m,m J 

0. 3 % *;wf^->^f;H:;vo-^t h 0 A^il^T-ft^S: 0. 1 mg/m 
LOflU£t?5g«L, 8mmoM^l CR^W (H*f^-JVX'J^ -) ClOmL/ 
k gT^PS#L7to ^#Hif^«tO f K#^3 0^:EDTA • 2 Kjjtl^If *fflv>Tl 
SMRjfr&E&JfiLfcfrV^ «CL^lfiL«6 0 0 0 EHS-C2^Wat'C.^*L-CJflLtft*Wfeo 

SrM^fc Ltf Hi L^[i«f =1(1 4i«-K4tt)^^tffil x 1 0 0] o 

^2 ld|a«L^o 
[0 0 7 8] 
K21 







«0«3 


10 0 


mnm 7 1 


9 1 i 


it&mA 


8 1 



[ [ (3 - t 

(L AF- 2 3 7) 



[0 0 7 9] 

ft#WA : (2 S) - 1 - 
] - 2 - v T y tf n 0 v > 
[0 0 8 0] 

$aft-&i©^ittaAti^icMt^iifi*i^o k a b e b^um mm 

bt&m, 19m, 6-^\ 5 5I> 1991f) CiCtfrc^o 
^77? K (2 0 0mg/kg) ^^IDli^Lfco IH*WlSC(±4Itt 

**ib5-u nws:#»t=t±**^k^* (i ~2 o o-mg/k g) * 1-0 1-20, 5 

[0 0 8 1 ] 

< gitffeei 4>[MG-CSF m9t<OffltoftMWK] 
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tt**ft#U I^S4St:ii**ift^ (1 ~2 0 Omg/k g) * 1 0 1-2H 
5HlgnS4U, ^TSBi:i^Tt«iLL, ^^G-CSF ELISAiM 
(R&D SYSTEMS) ^IKl»^G-CSFlSMl5ELf:c 

[jg*±ofOfflifrfiitt] 

[ 0 0 8 2 ] 

Ktfi$fr**Ott-C**o *Ms#W*#3SJj£#fc lt^i-^i^mw. mm 

k is «t 07 s tz \±mmn tuMSo 



ffi|E# 2005-3028498 



mm 2004-053305 



^-v : 



l/E 



mm «tLfcnpp-ivia*ffitt**"r**f* 3 a: ^v^o« 4 ^w^a^Kt^ 

(1) 

H & CN 
(1) 

x~m2tiz>mM%v~>?ummw. t tzitmm^wKwm-ztizzvm cawj : (2 s 

4S) -1- [ [N- (4-^fi^*y^n [2. 2. 2] ^ h - 1 - -OW T 5 7 



2005-3028498 



1/E 



#H 2004-053305 

m g A 1 1 i « 



1 . ^M¥J3 0 



[000001395] 
1990^ 8 J! 2 7 0 
mj»"Ht ffl E# EB^W£ 2 T @ 5 
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